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ANDA 74-579

Clay-Park Labs, Inc. ‘<Z/J/
Attention: Gabriel Lebovic o
1700 Bathgate Avenue ~

Bronx, NY 10457 :

Dear Sir:

This is in reference to your abbreviated new drug application
dated December 1, 1994, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act, for Betamethasone
Dipropionate Cream USP, 0.05% (base).

Reference is also made to your amendments dated September 12 and
October 17, 1997.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Betamethasone Dipropionate Cream USP, 0.05%
(base) to be biocequivalent and, therefore, therapeutically
equivalent to the listed drug (Diprosone Cream, 0.05% of Schering
Corporation).

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission. '




Page 2

We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

Sincerely vyours.

-7

Douglas L. Sb?rﬁ
Director

Office of Generic Drugs

Center for Drug Evaluation and Research
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For dermatological use only

Caution: Federal law prohibits dispensing without

prescription. U P C

Store between 2° and 30° C (36° anfiﬁG" F).

Pead % 0-81642-01935

>ompanying 'S y.
Lot No. & Exp. Date: See crimp of tube or ses box.
Mig. By: Clay-Park Labs, Inc., Bronx, NY 10457

noc 4580201935 ] BETAMETHASONE
DIPROPIONATE
CREAM USP, 0.05%

(Potency expressed as betamethasone)

Net Wt. 15 g

Usual Dose: Apply a thin film of cream to the affected skin areas once a day. In some
cases, g twice daily dosage may be necessary.
01915CPL Each gram contains: 0.64 mg betamethasone dipropionate, USP (equivalent to 0.5mg
R1096 betamethasone), in a hydrophilic. emollient cream consisting of purified waler, mineral oil,
white petrotatum, polyethylene glycol 1000 cetyl ether, cetyl alcohol. stearyl alcohol,
phosphoric acid, and monobasic sodium phosphate; propylene glycol and chlorocresol as
preservatives.

noc 4580201935} BETAMETHASONE
- W, DIPROPIONATE
CREAM USP, 0.05%

(Potency expressed as betamethasone)

Net Wt. 15 g

DIE # C8061 CODE # 108 PMS 320, BLACK
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C BETAMETHASONE DIPROPIONATE

Cream, USP 0.05% .
‘ Lotion, USP 0.05% w/w
: Polency Expressed as Betamethasone)
or Dermalologic Use Only - Not for Ophthaimic Use
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CHEMISTRY REVIEW NO.

ANDA #

74-579

NAME AND ADDRESS OF APPLICANT

Clay-Park Labs,
Attention: Mr.

Inc.
Gabriel Lebovic

1700 Bathgate Avenue

Bronx,

NY 10457

BASIS OF SUBMISSION

The ANDA is based on the approved listed drug, Diprosone

Cream 0.05%,
Corporation.

the subject of NDA 17-536, held by Schering
There is no remaining patent or marketing

exclusivity for Diprosone Cream 0.05%.

SUPPLEMENT (s) N/A 8. SUPPLEMENT (s) PROVIDE (s) FOR: N/A

PROPRIETARY NAME 7. NONPROPRIETARY NAME

None. Betamethasone Dipropionate
Cream USP, 0.05%

AMENDMENTS AND OTHER DATES:

12/01/94
04/20/95

10/11/95
10/24/95
11/12/95
01/25/96

10/29/96
11/01/96

11/20/96
11/21/96

12/06/96
12/12/96

12/17/96
12/18/96

01/09/97
01/10/97

Original ANDA.
NA letter.

Minor amendment (chemistry and labeling).
Telecon from Angela Payne to firm.

Final printed inserts.

NA letter - chemistry only.

Chemistry minor amendment.

Gratuitous labeling telephone amendment -
corrected color printed carton labeling.

First telecon requesting chemistry information.
Minor chemistry amendment responding to telecon of
11/20/96.

Second telecon requesting chemistry information.
Minor chemistry amendment responding to telecon of
12/06/96.

Third telecon requesting chemistry information.
Minor chemistry amendment responding to telecon of
12/17/96.

Fourth telecon requesting chemistry information.
Minor chemistry amendment responding to telecon of
01/09/97.




10.

11.

12.

13.

15.

l6.

17.

01/14/97 Fifth telecon requesting chemistry information.

01/15/97 Minor chemistry amendment responding to telecon of
01/14/97.

01/17/97 8Sixth telecon requesting chemistry information.

01/17/97 Minor chemistry amendment responding to telecon of
01/17/97. This amendment contained a commitment to
submit impurities limits for the DS and DP as a
CBE supplement before marketing the product.

05/20/97 NA-Minor letter for GMP problems.

09/12/97 N/AA amendment: APET results were submitted as a
follow-up to Clay-Park's letter to FDA dated
12/18/96. The results are acceptable.

10/17/97 Minor amendment in response to NA letter of
5/20/97. GMP problems have been remedied.

11/10/97 Minor telephone amendment - commitment to make
viscosity a part of the release and stability
specs.

PHARMACOLOGICAL CATEGORY

A synthetic adrenocorticosteroid for dermatologic use.
Indicated for the relief of the inflammatory and pruritic
manifestations of corticosteroid responsive dermatoses.

Rx or OT Rx

RELAT IND/N DMEFE

DOSAGE_FORM Cream 14. STRENGTH 0.05%
HEMI NAME AND RUCT

Pregna-1, 4-diene-3,20~-dione, 9-fluoro-1ll-hydroxy-16-methyl-
17,21-bis(1-oxopropoxy)-, (118,16B)

9-Fluoro-1183,17,21-trihydroxy-16f-methylpregna-1, 4-diene-
3,20-dione 17,21-dipropionate

RECORDS AND REPORTS N/A
COMMENTS

All CMC deficiencies have been resolved.




The following Points have been completed and are
satisfactory:

31. Samples and Results
32. Labeling

33. Establishment Inspection
34. Bioequivalence Status

18. CONCLUSIONS AND RECOMMENDATIONS

ANDA 74-579 CAN BE APPROVED.

19. REVIEWER: DATE DATE
COMPLETED: REVISED:

Eugene L. Schaefer, Ph.D. 11/7/97 11/17/97

Endorsed by P.Schwartz, Ph.D.
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CcC:

OFFICE OF GENERIC DRUGS, HFD640
Microbiologists Review #1
November 5, 1997

1. ANDA: 74-579
APPLICANT: Clay-Park Labs, Inc.
Attention: Giabriel Lebovic
1700 Bathgate ave.

_ Bronx, NY 10457
PRODUCT NAME: Betamethasone Dipropionate Cream, 0.05%, USP
DOSAGE FORM AND ROUTE OF ADMINISTRATION: :
METHOD(S) OF STERILIZATION: Aseptic filling.
PHARMACOLOGICAL CATEGORY: synthetic corticosteroid

-l el

ju—y

DATE OF INITIAL SUBMISSION:
2.  DATE OF AMENDMENT: September 12, 1997.- Subject of this

review...
3. RELATED DOCUMENTS:
4. ASSIGNED FOR REVIEW: November 5, 1997.

REMARKS: Review of Antimicrobial Preservative Effectiveness testing at 0%,
50%, 80% and 100% preservative concentrations.

CONCLUSIONS: The submission is are recommended for approval on the basis
of antimicrobial preservative activity.

_fef57
g James L. McVey”
initialed by R. Bafel P“"H
ALY
Original ANDA
Duplicate ANDA
Field Copy

drafted by: J. McVey 74579apl.m
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Betamethasone Dipropionate Clay Park Laboratories
0.05% Cream Bronx, New York

ANDA # 74-579 Submission Dated:
Reviewer: Andre J. Jackson December 1, 1994

WP #74579S5.D9%4

REVIEW OF TOPICAL CORTICOSTEROID
BIOEQUIVALENCE STUDY

Background

In July of 1992, the Division of Bioequivalence issued an interim
guidance "Topical Corticosteroids: In vivo Bioequivalence and in
Vitro Release Methods". This document outlined the agency's
proposed biocequivalence study design. The design involved 36
healthy subjects receiving 10 ul of generic test formulation
applied to circular, 2-cm diameter sites on one arm and reference
formulation applied to sites on the contralateral arm. The sites
were to be evaluated by both a chromameter and visually at 0.25,
0.5, 1, 2, 4, 8, 10 and 24 hours after removal of the
formulation. 1In addition, a sixteen hour duration of
application, with reading two hours after removal of formulation,
was to be included. Following a washout, the study was to be
repeated in the same subjects, using a second lot of the
reference product and same test lot. Data analysis was to
consist of fitting dose\response curves (Emax model) to the area
under the response curves and maximum responses for the test and
reference treatments in each subject.

On June 2, 1995, the Division of Bioequivalence issued a new
guidance for the conduct of studies for topical corticosteroids
which supercedes the July 1992 guidance. The current guidance is
based upon the conduct of two studies by the firm- a pilot dose
duration-response study and a pivotal in vivo biocequivalence
study comparing test and reference products.

The current study did not meet the criteria related to evaluation
by the E-max model per the 1992 guidance and it was completed and
submitted prior to the issue of the 1995 guidance. Therefore,
the study was evaluated via consult by David C. Bostwick, HFD-
630.

Objective:

The aim of this study is to compare the relative vasoconstrictive
effects of corresponding test and reference betamethasone topical
cream formulations in asymptomatic subjects, and using the

generic as a negative control The reference product is 0.05%




Diprosone cream manufactured by Schering Corporation.

Methods:
The study was conducted by under the
direction of The study was done on the

following dates: Period I, Group I-8-3-93

Period I, Group II-8-10-93
Period II, Group I-8-24-93
Period II, Group II-8-31-93

Characterization of Study Group:

Inclusion criteria

1.

3.

All volunteers selected for this study were female
volunteers between the ages of 18 and 48 years. Weight
range of  the volunteers was within 30% of normal body
weight relative to height and frame size as described
in the "Table of Desirable Weights of Adults" published
by the Metropolitan Life Insurance Company in 1983.

Good health, as determined by evaluation of a medical
history prior to study initiation. Female subjects,
who are not post-menopausal or surgically sterilized,
will be tested for pregnancy prior to study initiation
with blood or urine pregnancy test.

Known vasoconstrictor response to topical
corticosteroids. ’

Exclusion Criteria:

1.

History of allergy to betamethasone, to any
corticosteroids, or to any creams, lotions, ointments,
or cosmetics.

Volunteers with a history of alcohol or drug abuse.

History of serious gastrointestinal, renal,
hepatic, cardiovascular or hematological diseases.

Any skin condition or coloration which would interfere
with assessment of skin blanching.

Participation in a previous clinical trial within 28
days of dosing.

Use of any OTC medication on a regular basis.



7. Use of any systemic or topical corticosteroid within
30 days of dosing.

8. Pregnancy of any female subject at the time of the
study.

Restrictions

1. Subjects were instructed to take no prescribed or OTC
medication for at least 14 days prior to the initial
dosing and throughout the study.

2. The subjects had to avoid contact with water on their
arms, extremes of temperature and vigorous exercise
during the study.

C. Informed Consent:

All prospective volunteers had the study explained by a member of
the research team or a member of their staff. The nature of the
drug substance to be evaluated was explained together with the
potential hazards involving drug allergies and possible adverse
reactions. An acknowledgement of the receipt of this information
and the participant's freely-tendered offer to volunteer was
obtained in writing from each participant in the study.

II. Study Conduct
The study was done in 40, healthy caucasian females.

A. Subjects were assigned to one of two treatment groups(See
attached randomization scheme.) The locations of the test
and reference creams were determined by random assignment.
Seven circular application sites were designated on the
flexor surface of the forearm between the wrist and the
elbow. After baseline chromameter readings, an open washer
was positioned over each site and taped to the forearm. The
location of treated and untreated sites were done by random
assignment. A 10 ul application of the test and the :
reference creams was applied, using a 250 ul glass Hamilton
syringe, to the remaining 5 sites on each arm.

At 0.5, 1,2,6 and 16 hours after application, one washer was
removed from both a test and reference site and the residual
surface cream was removed by gently wiping three times with
a tissue. The washers at the untreated and vehicle sites
were removed 6 hours after application and the sites were
similarly wiped. Chromameter and visual assessments of the




blanching response at each site were made at 6, 8, 10, 12,
15, 18 and 24 hours post-application. After a 3-week
washout, the same study procedures were followed except a
second reference lot was applied to the opposite arm.

B. The products employed in the study were:

1. Test: 10 ul betamethasone dipropionate 0.05% cream,
Lot # CPL P725.

2. Reference product: 10 ul Diprosoner 0.05% cream -
Schering Corporation Lot # KGD 303 (Period I) PR
Schering Corporation Lot # KGD 102 (Period II)
There was a 3 week washout between doses.

C. The randomization scheme is presented in attachment 1.

The formulation far the test prduct is given in attachment 2.

Results:

The data from the study was analyzed by Dave Bostwick HFD-630.
Results from the consult are appended to this review.

Recommendation:

1. The biocequivalence study conducted by Clay Park Laboratories
on its betamethasone dipropionate 0.05% cream Lot No. CPL P
725, comparing it to Schering's Diprosone cream 0.05% Lot
Numbers KGD 303 and KGD 102 has been found to be acceptable
by the Division of Bioequivalence. Therefore, betamethasone
dipropionate 0.05% cream manufactured by Clay Park
Laboratories should be deemed bioequivalent to Diprosone
cream 0.05% manufactured by Schering.
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BETAMETHASONE DIPROPIONATE
STUDY NO. 9316902C

TABLE C3: SUMMARY OF ADVERSE EVENTS

Duration: Severity (Sev): Action Taken (Act):
Onset-End 1 = Mild 1 = None
H = Hours 2 = Moderate 2 = Subject discontinued
D = Days 3 = Severe 3 = Other (see CRF)
(If >24 Hours)

Relationship (Rel): Outcome (Out):

1 = None 1 = Recovered

2 = Remote 2 = AE continuing

3 = Possible 3 = Subject lost to follow-up

4 = Probable 4 = Other (see CRF)

Sub Adverse Event Onset Duration Sev Act Rel Out
(Per/Day) (Thmes)

01 Stuffy nose 1/14 0200-(29 H)
02 Headache | Vid 0600-1130
03 Multiple environmental allérgics 1/18 1400-(53 H)
07 Headache T 1714 0200-(31 H)
09 Headache 1/19  1000-1100

14 Headache 1/19 0900-1000

15 Constipation 1/19 1200-(28 H)
Headache I1/1 0330-1315

17 Cold symptoms 1/20 2030-(3 D)
20  Yeast infection 1/17  1400-(6 D)
26 Emesisx 3 I1/1 1930-2055
38 Headache 171 1130-2200

W W W W WWw W W W Ww ww
bt bt e Pt bt b G bt bt e b e

* Adverse event began 2 hours prior to dosing in Period II.
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Date of Review: June 19, 1995

Consultative Review of Vasoconstrictor Assay - NDA 74-579
(Referred by Division of Bioequivalence, HFD-650).

Sponsor: Clay - Park Laboratories
Bronx, N.Y. 10457

Product: Betamethasone Dipropionate Cream, , 0.05%

Purpose of Submission: To establish the equivalency of the Clay - Park product to the similar
Diprosone Cream marketed by Schering.

Date of Submission: December 1, 1994.

Investigator:

Background: The vasoconstrictor assay has been used for some time as the test by which the
relative potency of topical corticosteroid formulations is established. Because vasoconstrictor
methodology was not standardized, and because questions have been raised about the ability of
this methadology to detect differences in the potency of topical steroid products, the office of
Generic Drugs (with consultation from this Division) has devised new methods to test the
bioequivalency of topical steroids. An Interim Guidance for the performance of bioequivalence
studies of topical steroids was issued on July 1, 1992. This application is the first which has been
received which attempts to follows this guideline.

The Guidance was altered in late 1994. Since the study reviewed here was performed
prior to issuance of the revised Guidance, the 1992 Guidance will be referred to in this document.

Formulations: The formulations of the Clay - Park and Schering products are similar.

Indication: These products are indicated for relief of the inflammatory and pruritic manifestations
of corticosteroid - responsive dermatoses.

Method: This was a study of the relative vasoconstrictor effects of Clay - Park's 0.05%
betamethasone dipropionate cream, the Clay - Park vehicle, and Schering's Diprosone Cream.
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The following is an outline of the vasoconstrictor study proposed in the 1992 Guidance:

36 healthy subjects;
Test formulation application to one arm; reference formulation to contralateral arm;

10 pl of single strength of product applied over a 2 cin diameter area with application area
protected but unoccluded,

Test and reference products removed after 0.25, 0.5, 1, 2 and 6 hours to provide five
‘doses’ (durations of application);

Assessment of vasoconstrictor response at each site at 0.25, 0.5, 1, 2,4, 6, 8, 10
and 24 hours, when applicable, after removal of the formulation;

In addition, a sixteen hour duration of application, followed by a two hour reading
post removal of the drug, should be included to correspond to pre-July 1992
requirements,

Vasoconstrictor response assessed both visually and using the chromameter;

Repeat study (replicate design) after suitable washout using second lot of reference
product and switching arms for test and reference products,

Application/measurement of suitable blanks (untreated skin and vehicle-only treatment
skin) and calibrators to validate bioassay.

At each 'dose’ (duration of application in the above example), the time course of response can
yield the following variables: peak effect (Ep), time of this effect (Tp.) and area under the
effect/time curve from Eg,, to the point at which the affect remms to E,. Parameters describing
the dose/response relationship (¢.g., E v, ECs and Eg) can be calculated for each subject and
both test and reference formulations by fitting the peak response at each ‘dose’ to an appropriate
pharmacodynamic model.. '

The following is an outline of the protocol performed by the test facility:

40 healthy female subjects

Test formulation application to one arm; reference formulation to contralateral arm;

10 pl of test products applied over 1.6 cm diameter area with application area protected
but unocciuded;
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Test and reference products removed after 0.5, 1, 2, 6 and 16 hoursto provide five
durations of application; (the test facility found that the 0.25 hour duration application did
not provide a visually detectable blanching response),

Assessment of vasoconstrictor response at each site at 6, 8, 10, 12, 15, 18 and 24 hours
post-application; (the test facility found that the assessments prior to 6 hours post -
application showed little if any blanching activity);

Vasoconstrictor response assessed both visually and using the chromameter;

After a 3 - week washout, the same study procedures were followed with a second lot of
reference product applied to the opposite arm,

The Clay - Park vehicle was used to validate the assay.

Visual scoring used the following scale:

0=No pallor; no change from surrounding area.

1=Mild pallor: slight or indistinct outline of application site.
2=Moderate pallor: discernable outline of application site.
3=Intense pallor: clean, distinct outline of application site.

Results:

Chromameter

The post - application chromameter readings were first adjusted by subtracting the
baseline reading. The test facility notes that there was extreme intra - subject variability in
chromameter response. This variability led to low statistical power and wide 90%
conference intervals, especially for the shorter deadlines of application. This is illustrated
by the following tables, taken from the sponsors submission (the “test” product is Clay -
Park's , while the “reference” is Diprosone):
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Comparison of Test and Reference corrected baseline-adjusted chromameter (a-scale) results for
different durations of application in Period 1.

Least Squares Means Observed 90% Conf. Intervals (%
Diff. 7
Duration Test Reference (%) = Power Lower
Upper
Area

0.S hour | 18.76 16.44 14.14 0.23 -12.3 41.0

1.0 hour | 21.66 19.18 12.94 0.26 -11.7 37.6

2.0 hour | 26.25 25.82 1.67 0.48 -15.6 19.0

6.0 hour | 29.82 28.44 4.83 0.57 -10.5 20.2
Maximum
0.5 hour 1.928 1.736 11.03 0.32 -10.8 329
1.0 hour 2.026 1.965 3.10 0.39 -16.3 225
2.0 hour 2.425 2.528 -4,06 0.61 -18.8 10.7
6.0 hour 2,685 2.706 -0.79 0.72 -13.7 12.1

Chromameter resuits for the 16- bour duration of application in Period L

Least Squares Means Observed 90% conf. Intervals (%)
Diff.
(%)*
Reading Test Reference Power Lower Upper
13 hour 1.905 1.905 -0.01 0.39 -19.5 19.5

aNone of the differences was detected as statistically significant by ANOVA (a= 0.0S5.)
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Comparison of Test Reference corrected baseline-adjusted chromameter (a-scale)
results for different durations of application in Period IL

Least Squares Means Observed 90% Conf, Intervals (%)
Duration Test Reference Dl?;-/.) » Power Lower Upper
Area
0.5 hour 16.73 15.90 5.18 0.18 -26.2 36.5
1.0 hour 18.09 17.46 3.65 0.37 -16.4 23.7
2.0 hour 22.11 20.52 1.75 0.44 -10.4 25.9
6.0 hour 23.72 - : 28.29 -9.78 0.41 -28.7 9.1
Maximum
0.5 hour 1.679 1.661 1.08 0.30 -22.0 24.1
1.0 hour 1.856 1.730 4.24 0.45 -13.7 22.2
2.0 hour 2.096 2.012 . | 4.18 0.57 -11.3 19.6
6.0 hour 2.265 2.479 -8.62 0.64 -22.8 5.6

Chromameter resuits for the 16 -hour duration of application in Period IL

Least Squares Means Observed 90% Conf. Interval (%)
Daff.
Reading Test Reference (%)* Power Lower
Upper
18 hour 1.723 1.571 9.66 0.28 -14.0 333

« None of the differeaces was detected as statistically significant by ANOVA (a = 0.05).
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Comments: It can be seen from these results that although the means of the chromameter
readings at the various time points are reasonably similar, the variability of the data is so great that
the 90% confidence intervals are consistently greater that 20%. These results are not unexpected,
given reports of difficulty by other investigators in achieving consistent results with the
chromameter.

B. Visual evaluation

The following tables give the aumbers of patients who exhibited the noted visual blanching scores
by duration of application and by hour of assessment after drug removal: Those tables which do
not have columns for scores of 2 or 3 indicate that no patients exhibited vasoconstriction scores
of 2 or 3 during the time period being evaluated. Also, it should be noted that there were two
separate scoring periods (1 and 2).

STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 1

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=0.5 HOUR=6

TABLE OF TRTMNT BY SCORE

TRIMNT SCORE

fFrequency| o) 1| Total
f } }

REF | 34 | 2 | 36
1 1 i
1 1 i

TEST i 3s | 1 36
i 1 —
1 1 1

vect | 63 | 9| 72
I } —
1 T ¥

Total 132 12 144

DURATION=0.5 HOUR=H =~-====—eeeereececcmscccccosonnmoooooncosocooo.

TRIMNT N Obs Mean
REF 36 0.06
TEST 36 0.03
VEHCL 72 0.13




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 1 |

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=0.5 HOUR=8

TABLE OF TRTMNT BY SCORE

TRTMNT SCORE

frequency| o] 1f 2| Total
i 1 1 l
I 1 L) 1{

REF | 28 | 8 | o | 36
[ | 1 1
1 1 T o

TEST | 24 | 11 | 1 36
: : ——

VEHCL | 67 | 5 | 0| 72
i l l 1
L 1 L L

Total 119 28 1 144

DURATION=0.5 HOUR=8

TRTMNT N Obs Mean
REF 36 0.22
TEST 36 0.36
VEMCL 72 0.07




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOO 1 »

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=0.5 HOUR=10

TABLE OF TRTMNT BY SCORE

TRTMNT SCORE

Frequency| 0] 1] 2| Total
| i 1 l
I i i &

REF | 26 | 10 | 0| 36
! | 1 I
i 1 1 |

TEST | 22 | 12 | 2| 36
L L 1 Il
T 1 1 1

VEHCL | 65 | 71 o 72
1 1 I [
1 1 ' L

Total 113 29 2 145

DURATION=0.5 HOUR=10

TRTMNT N Obs Mean
REF 36 0.28
TEST 36 0.44
VEHCL 72 0.10




STUDY 9316902C: RESULTS OF YISUAL SCORING IN PERIOD 1

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=0.5 HOUR=12

TABLE OF TRTMNT BY SCORE

TRTMNT SCORE

Frequency| ol 1} 2| Totat
i 1 1 {
L T T T
- REF I 27 | 9| o] 36
Il —1 1 ]
. } } } }
et | 23| 1| 2| 36
| | I 1
T 1 T T
VERcL | 68 | 4 o] 72
1 { 1 1
1 1 1 1
Total 118 24 2 144
DURATION=0.5 HOUR=12 ————————
TRTMNT N Obs Mean
REF 36 0.25
TEST 36 0.42

VEHCL

72




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 1 b ]

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=0.5 HOUR=15

TABLE OF TRTMNT BY SCORE

TRTMNT SCORE

Frequency| 0| 1| 2| Total -
l [ | I
1 1 L) 1
REF | 22 | 14 | o} 36
| 1 [ ]
i 1 i L] -
TESTY | 18 | 17 | 1] 36
[ I 1 1
¥ | \ 0
VEHCL | 67 | 4| o] n
1 1 [ 1
T L] ] L
Total 107 35 1 143
Frequency Missing = 1
DURATION=0.5 HOUR=15 cececmmmmnanc-
TRIMNT N Obs Mean
REF 3% 0.39
TEST 36 0.53
VENCL 72 0.06




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 1

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION~0.5 HOUR=18

TABLE OF TRTMNT BY SCORE

TRIMNT SCORE

Frequency| o 1| 2| Total
—— —

REF | 25 | 1 | 0 | 36
] l [ ]
1 i i L

TEST | 22 | 13 | 1 36
1 ] L i
L 1 i L

vemcL | 7 | 1 o] 72
- 1 | 'l 1
) 1] | L]

Total 118 25 1 144

DURATION=0.5 HOUR=18

TRTMNT N Obs Mean
REF 36 0.31
TEST 36 0.42
VEMCL 72 0.01

|\




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 1 %

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=0.5 HOUR=24

TABLE OF TRTMNT BY SCORE

TRTMNT SCORE

Frequency| o| 1| 2} 3| Total
. t : { f }
REF | 29 | 71 o| o 36
i 1 l [ |
! T 1 1 1 T
) TEST | 27 | 7| 1] 1| 36
] [ 1 [ 1
I 1 T ] Ll
VEHCL | 7| 1 o | 0| 72
] 1 i 1 |
] i T | o
Total 127 15 1 1 144

DURATION=0.5 HOUR+24

TRTMNT W Obs Mean
REF 3 0.19
TEST 36 0.33
VEHCL 72 0.01

(2-




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 1

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=1 HOUR=6

TABLE OF TRTMNT BY SCORE

TRTMNT SCORE

Frequency| o| 1| Total
——t—ro

REF | 30 | 6 | 36
i 1 [
T T i

TEST | 29 | 7| 36
1 [ 1
L L !

VEHCL | 63 | 9 | 72
] l i
T 1 L

Total 122 22 144

TRTMNT N Obs Mean
REF 36 0.17
TEST 36 0.19
VEHCL 72 0.13

DURATION=1 HOUR=6 e



STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 1 y- 3

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=1 HOUR=8

TABLE OF TRTMNT BY SCORE

TRIMNT SCORE

Frequency| o| 1} 2| Total
L 1 4 1
1 i T 1
REF | 20] 12 a] 36
1 i ] 1
L J 1 ]
TEST | 19 | 12 | 5 | 36
1 L i 1
L | ] 1
VEHCL | 67 | s | 0| 72
1 1 1 1
1 T 1] 1
Total 106 29 9 144
OURATION=1 HOUR=8 e e
TRTMNT N Obs Mean
REF 36 0.56
TEST 36 0.61
VEHCL 72 0.07

(4




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 1

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=1 HOUR=10

TABLE OF TRTMNT BY SCORE

TRTMNT SCORE

Frequency| ol 1} 2| Total
; : ——rt
. REF | 15 | 13 | 8| 36
- [ 1 i i
1 T T LS
TEST | 15 | 13 | 8| 36
L L 1 |
1 T 1 L
vewcL | 65 | 7| 0| 72
1 1 I [
1 1 1 L
Total 95 33 16 144
.D
OURATION=1 HOUR=10
TRTMNT N Obs Mean
REF 36 0.81
TEST 36 0.81
VEHCL 72 0.10




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 1 »

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=1 HOUR=12

TABLE OF TRTMNT BY SCORE

TRTMNT SCORE

Frequency| ol 1} 2| 3| Total
t } } + :

REF | 14 | 16 | 6 | 0| 36
1 i 1 Il ]
L 1 ) 1 L -

TEST J 14 | 15 | 6 | 1] 36
[l [ i [ 1
1 i 1 1 1

VEHCL | 68 | 4| o] o} 72
] L [ /| [
1 1 1 i L

Total 96 35 12 1 144

DURATION=1 HOUR=12




STUDY 9316902C:

RESULTS OF VISUAL SCORING IN PERIOD 1

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=1 HOUR=15

TABLE OF TRTMNT BY SCORE

TRTMNT SCORE
Frequency| oj 1 2| |
! Il b1 [ ]
I ] i 1 L)
REF | 12 | 16 | 71 |
| ] A ] 1
I 1 T ' |
TEST ] 1 | 15 | 9| |
1 i i 1 |
1 1 I 1 1
vecr | 67 | 4 o] |
1 i | L i
i { i 1 1
Total 90 s 16

Frequency Missing

DURATION=1 HOUR=15

71

143

TRIMNT N Obs Hean
REF 36 0.92
TEST 36 1.00
VEHCL 72 0.06

11




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 1 &

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=1 HOUR=18

TABLE OF TRYMNT BY SCORE

TRTMNT SCORE

Frequency| ol 1| 2| 3] Total
. } f } } }
REF | 16 | 11 | 8| 1] 36
3 1 1 1 [ [
: L T T T )
TEST | 16 | 13 | 7] 0| 36
1 ] ] 1 ]
1 1 T I i
VEMCL | 7| 1 0| 0| 72
1 1 1 i |
1 L] t t L
Total 103 25 15 1 144

DURATION=1 HOUR=18 cemccceaeaea.




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 1 L 3

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=1 HOUR=24

TABLE OF TRYMNT BY SCORE

TRTMNT SCORE

Frequency| o| 1} 2| Total
i } i —t

REF | 20 | 12 | 4| 36
{ ! [ 1
T 1 L L

TEST | 22 | 10 | 4 36
i 1 L L
1 L] i L

VEMCL | 71 | 1 0| 72
] l L d
L ¥ ¥ L

Total 113 23 8 144

DURATION=1 HOUR=24

TRTMNT N Obs Mean
REF 36 0.56
TEST 36 0.50
VEHCL 72 0.01

19




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 1 [ ]

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=2 HOUR=6

TABLE OF TRTMNT 8Y SCORE

TRIMNT SCORE

Frequency| o] 1| 2| Total
t } } }

REF | | 5| 0| 36
§ d ] |
I 1 { -

TEST | n | 4| 1 36
[ 1 i [
i 1 T L

veer | 63 | 9| 0| 72
l [ L L
] 4 1 ]

Total 125 18 1 144

DURATION=2 HOUR=6

TRTMNT N Obs Mean
REF 36 0.14
TEST 36 0.17
VEHCL 72 0.13

20




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 1

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=2 HOUR=8

TABLE OF TRTMNT BY SCORE

TRIMNT SCORE

Frequency| o} 1| 2| 3| Total
] 1 l | 1
. 1 ] 1 i L
: REF | 14 | 14 | 71 1 36
. l 1 i 1 i
J T T T T L
/ TEST | 15 | 15 | 6| 0| 36
1 l l 1 i
¥ L T 1 1
VENCL | 67 | 5| 0 0| 72
[ [ L I i
' 1 1 1 1
Total 96 k1] 13 1 144

DURATION=2 HOUR«8 meemm— i meme .-

TRTMNT N Obs Mean
REF 36 0.86
TEST 36 0.75
VEHCL 72 0.07

2\




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 1 &

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=2 HOUR=10

TABLE OF TRTMNT BY SCORE

TRYTMNT SCORE

Frequency| o| 1} 2| 3] Total
: : 1 ——rt

REF | 8 | 14 | 13 | 1 36
1 | L [l i
L I 1 T LI -

TEST | 10 | 14 | 11 | 1| 36
1 L ] L |
1 1 | i L

VEHCL | 65 | 71 o] 0| 72
1 l 1 1 1
¥ 1 1 1 R

Total 83 5 24 2 144

DURATION=2 HOUR=10 ----




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 1

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=2 HOUR=12

TABLE OF TRTMNT 8Y SCORE

2%

TRTMNT SCORE
Frequency| oj 1 2| 3| Total
———t : :

REF | 13 | 11 | 10 | 2| 36
} ] | 1 i
1 L 1 I 1
TEST | 1n | 13 | 9| 3| 36
] 1 1 i 1
1 . T 4 i T
VEHCL | 68 | 4| 0| 0| 72
1 } [ i I
¥ 1 1 ki LI
Total 92 28 19 ] 144
DURATION=2 HOUR=12
TRTMNT N Obs Mean
REF 3 1.03
TEST 36 .1
VEHCL 72 0.06




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 1 L =

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=2 HOUR=15

TABLE OF TRTMNT 8Y SCORE

TRTMNT SCORE

Frequency| o} 1] 2| 3] Total
| L [l L 1
. i 1 1 ¥ L]
- REF { 11 | 8 | 13 | 4| 36
[] 1 | Il I
77 I T i | 1
TEST | 9 | 8| 16 | 3| 36
l | J | 1 Fl
4 1 1 1
VEMCL ] 67 | 4| 0| 0| 12!
N 1 ] L L 1
~ v L] T ] 1
Total 87 20 29 7 143

[ ]
[

F:gquency Missing

DURATION=2 HOUR~15

TRIMNT N Obs Mean
REF 36 1.28
TEST 36 1.36
VEHCL 72 0.06

24




STUDY 9316902C: RESULYS OF VISUAL SCORING IN PERIOO 1

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=2 HOUR=18

TABLE OF TRTMNT 8Y SCORE

TRIMNT SCORE

Frequency| o] 1 2| 3| Total
i i L 1 1
I L] I ¥ '

REF | 11 | 11 | 9| 5| 36
1 1 1 1 ]
T 1| | I L

TEST | 11 | 12 | 1 | 2| 36
L ] 1 L [
1 1 L) 1 1

veer | n | 1 o] o] 72
il ] 1 H 1
¥ 1 i 1 ]

Total 93 24 20 7 144

DURATION=2 HOUR=18

TRTMNT N Obs Mean
REF 3% 1.22
TEST 3% .11
VEHCL 72 0.01

a2s




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 1 *

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=2 HOUR=24

TABLE OF TRTMNT BY SCORE

TRIMNT SCORE

Frequency| o] 1 2| Total
1 : i ~4

REF | 18 | 12 | 6| 36
1 1 | 4
{ ] i L

TEST ] 20 | 10 | 6 | 36
i 1 1 [
i L] 1 1

VEHcL | n | 1 0| 72
] 1 i i
1 { i L

Total 109 23 12 144

DURATION=2 HOUR=24

TRTMNT N Obs Mean
REF 36 0.67
TEST 36 0.61
VEHCL 72 0.01

206




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 1 ™

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=6 HOUR=6

TABLE OF TRTMNT 8Y SCORE

TRTMNT SCORE

Frequency| o| 1] 2| Total
] 1 L 1
. T 1 T T
REF | 22 | 12 | 2 | 36
1 1 ] [
) ¥ T ¥ T
) TEsT | 16 | 17 | 3| 36
[ i 1 ]
1 L i -
vencr | 63 | 9 | o 72
d L { ]
T ] Ll LS
Total 101 38 5 144
’
DURATION=6 HOUR=6
TRIMNT N Obs Mean
REF 36 0.44
!
) TEST 36 0.64
VEHCL 72 0.13

27




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 1 k4

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=6 HOUR=8

TABLE OF TRTMNT 8Y SCORE

TRTMNT SCORE

. Frequency| o] 1 2| 3] Total
' = + : : ;
REF | 13 | 13 | 8| 2| 36
1 /] i i 1
1 i | | 1
TEST | 10 | 17 | 71 2| 36
L l 1 1 |
T 1 1 L ]
VEHCL | 67 | 5 | o} 0| 72
] L ] /] H
1 L§ i ] ]
Total 90 35 15 4 144

DURATION=6 HOUR=8

TRTMNT N Obs Mean
REF 36 0.97
TEST 36 1.03
VEHCL 72 0.07

23




STUDY 9316902C:

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

RESULTS OF VISUAL SCORING IN PERIOO 1

DURATION=6 HOUR=10

TABLE OF TRTMNT BY SCORE

TRTMNT SCORE

Frequency| o 1 2| 3]
1 i 1 i ]
! I ] 1 I
REF | 8| 13 | 13 | 2|
I i | ] [
1 { ) 1 L
TEST | 9 | 9 | 15 | 3|
1 l 1 1 I
) T L] | LS
VEHCL | 65 | 71 0| 0|
i i | | i
1 T T 1 L
Total 82 2 28 5

Total

72

144

DURATION=6 HOUR=10

TRIMNT N Obs Mean
REF 36 1.25
TEST 36 1.33
VEHCL 72 0.10




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 1 E 4

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=6 HOUR=12

TABLE OF TRTMNT BY SCORE

TRIMNT SCORE

Frequency| o 1 2| 3] Total
; } 1 t : 1
’ REF | 6 | 12 | 15 | 3| 36
. J 1 l ] |
“7 I ¥ 1 i L
/ TEST | 71 10 | 13 | 6| 36
1 1 1 | [l
{ ) L T R
vemcL | 68 | 4| o] 0| 72
1 1 L i 1
¥ ] i T I
Total 81 26 28 9 144

DURATION=6 HOUR=12

TRTMNT N Obs Mean
REF 3% 1.42
TEST 36 1.50
VEHCL 72 0.06

30




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOO 1 B

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=6 HOUR=15

TABLE OF TRTMNT BY SCORE

TRTMNT SCORE

Frequency| ]| 1| 2| 3| Total
———t—ro ——f

REF | 4| 9| 16 | 71 36
1 [ [ L 1
1 1 T 1 1 .

TEST | 4 9 | 13 | 10 | 36
1 [] L 1 Il
] ¥ 1 i 1

VEHCL | 67 | 4| 0| 0| 71
| [ 1 i 1
1 ] i T i

Total 75 2 29 17 143

Frequency Missing = 1

DURATION=6 HOUR=15

TRTMNT N Obs Mean
REF k] 1.72
TEST 36 1.81
VEHCL 72 0.06

31




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 1

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=6 HOUR=18

TABLE OF TRTMNT BY SCORE

TRIMNT SCORE

Frequency| o] 1] 2| 3] Total
i ] i i I
1 1 T I 1

REF } 9| 7| 11 | 9 | 36
I H ] 1 [
i 1 T 1 1

TEST | 6| 6 | 22 | 2| 36
i 1 1 1 |
| L] L 1 1

VEMCL | n i 1 o | 0| 72
1 i 1 1 l
1 T i t L

Total 86 14 33 11 144

DURATION=6 HOUR=18

TRTMNT N Obs Mean
REF 36 1.56
TESY 36 1.56
VEHCL 72 0.01

32




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 1 .5

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=6 HOUR=24

TABLE OF TRTMNT BY SCORE

TRTMNT SCORE

Frequency| o] 1| 2| 3| Total
~ F——+ t t

. REF | 13 | 12 | 11 | 0] 36
1 1 [ 1 |
i 1 1 | 1

TEST | 6 | 18 | 11 | 1 36
| ) l 1 1
1 1 ¥ 1 1

VEMCL | 20 1| o| o| 72
/] I 1 I i
1 T ] 4 1

Total 90 3 22 1 144

DURATION=6 MOURe24

TRTMNT N Obs Mean
REF 36 0.94
TEST 36 1.19
VEHCL 72 0.01

33




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 1

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=16 HOUR=18

TABLE OF TRTMNT BY SCORE

TRIMNT SCORE

Frequency| 0] 1) 2| 3] Total
] l ] [ i
L] 1 ] 1 L

REF | 1 1 | 17 | 7 36
1 | 1 [ i
i 1 ¥ 1 1

TEST | 5 | 9 | 12 | 10 | 36
1 1 1 1 i
¥ 1 { 1 Ll

veneL | 71 | 1] o | o] 72
[ l 1 L |
i i L) I L

Total 77 21 29 17 144

DURATION=16 HOUR-18

TRTMNT N Obs Mean
REF 36 1.83
TEST 36 1.75
) VEMCL 72 0.01

34




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 1

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=16 HOUR=24

TABLE OF TRTMNT 8Y SCORE

TRIMNT SCORE

Frequency| o| 1 2| 3] Total
| [l L [ ]
1 1 1 i 1

REF | 11 | 14 | 10 | 1| 36
1 L 1 L 1
| 1 T | L

TEST | 8 | 15 | 12 | 1 36
[ 1 { [l 1
| 1 1 | R

VEHCL i n| 1 o| o} 72
1 i 1 1 1
i 1 i 4 1

Total 90 30 22 2 144

DURATION=16 HOUR=24

TRTMNT N Obs Mean
REF 36 1.03
TEST 36 1.17
VEHCL 72 0.01

35
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STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 2 ) L

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

OURATION=0.5 HOUR=6

TABLE OF TRTMNT 8Y SCORE

TRYTMNT SCORE

Frequency| oj 1] 2| Total
1 L - ] i
1 i | 1

REF | 32| 8| 0| 40
1 1 i l
] 1 1 1

TEST | 3 | 8| 1 40
[ )| i 1
1 1 ki 1

vener | as | 26 | 9| 80
1 l b l
T i i 1]

Total 108 42 10 160

DURATION=0.5 HOUR=6

TRIMNT N Obs Hean
REF 40 0.20
TEST 40 0.25
VEHCL 80 0.55

31




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 2 4

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=0.5 HOUR=8

TABLE OF TRTMNT BY SCORE

TRTMNT SCORE

Frequency | o 1} 2| 3| Total
t } } —

REF | 32 | 6| 2| o| 40
[ i L 1 i
T " ! 1 L

TEST | 25 | 10 | 4| 1 40
[ 1 i | I
) { 1 ' 1

VEMCL | 75 | 5| 0| o] 80
1 1 1 i [
L ¥ [ 1 |

Total 132 21 6 1 160

DURATION=0.5 HOUR=8

TRTMNT N Obs Mean

REF 40 0.25

TEST 40 0.53
VEMCL 80 0.06

3%




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOCD 2 »

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=0.5 HOUR=10

TABLE OF TRTMNT BY SCORE

TRTMNT SCORE

Frequency| o} 1] 2| 3] Total
t + 1 t }
REF | | 7 1 1 40
1 L i | i
¢ ) T T 1 ¥ 1
TEST | 26 | 9| 3| 2| 40
L 1 1 1 L
] | L k1 1
vencL | 7| 8| 1] 0| 80
i i S L [
L { 1 T 1
Total 128 24 5 3 160
*
DURATION=0.5 HOUR=10 °
TRTMNT N Obs Mean
REF 40 0.30
TEST 40 0.53
VEHCL 80 0.13

39




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 2 »

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=0.5 HOUR=12

TABLE OF TRTMNT BY SCORE

TRIMNT SCORE

Frequency| o] 1} 2| 3| Total
l ] - | 1 ]
1 1 L] 1 1
REF | 28 | 9| 2| 1 40
1 .| 1 I 1
) 1 1 ) I -
TEST | 21 | 13 | 4| 2| 40
i L [ 1 d
L B ) ] 1 1
VEHCL | 74 | 6| o| o| 80
1 [ A ! 1
1 1 ¥ ] i
Total 123 28 6 3 160

OURATION=0.5 NOUR=12

TRTMNT. N Obs Mean
REF 40 0.40
TEST 40 0.68
VEHCL 80 0.08




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 2 ’

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=0.5 HOUR=15

TABLE OF TRTMNT BY SCORE

TRTMNT  SCORE

Frequency| 0| 1| 2| 3] Total
i 1 i 1 1
1 T L] I k]

REF | 30 | 8| 1| 1| 40
] I i | 1 L
1] ¥ 1 L) T

TEST | 2¢ | 8| 4 4| 40
1 1 d [l L
iV L] L) T ]

VEHCL | 73 | 6| o} o 79
L | | L L
1 1 1 1 ]

Total 127 22 5 5 159

N Frequency Missing = 1

DURATION=0.5 HOUR=15

TRMT N Obs Hean

REF 40 0.33
TEST 40 0.70
VEHCL 80 0.08

ad




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOO 2 -

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=0.5 HOUR=18

TABLE OF TRTMNT BY SCORE

TRTMNT SCORE

Frequency| o| 1| 2] 3| Total
; t } i }

REF | 33| 5| 1] 1 40
| 1 1 1 1
] R ¥ L i

TEST | 27 | 9| 1] 3| 40
i 1 i [ |
I | i ) i

vEHcL | 77 | 3] 0| 0| 80
3 I L L H
J 1 ¥ { ¥

Total 137 17 2 4 160

DURATION=0.5 HOUR=18

TRTMNT N Obs Mean
REF - 40 0.25
; TEST 40 0.50
VEHCL 80 0.04

42




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 2 ®

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=0.5 HOUR=24

TABLE OF TRTMNT BY SCORE

TRTMNT SCORE

Frequency| o] 1] 2| 3| Total
t t f t 1

REF | 33| 5| 1 1] 40
i 1 [ 1 [
L 1 1 I 1

TEST | 25 | 10 | 5 | 0| 40
H I i [ [
T 1 l L I

vener | 76 | ' 0| o] 80
] 1 1 L |
I 1 ] L 1

Total 134 19 6 1 160

DURATION=0.5 HOUR=24

TRTMNT N Obs Mean

REF 40 0.25
TEST 40 0.50

VEHCL 80 0.05

473




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 2 - 4

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=1 HOUR=6
TABLE OF TRTMNT BY SCORE

TRTMNT SCORE

fFrequency| o| 1} 2] Total
1 L ! 1
1 | T Ll

REF | 28 | 8| 4 40
i 1 1 {
T 1 1 1

TEST | 29 | 8| 3| 40
1 I i |
T T ¥ L

veMeL | 45 | 26 | 9| 80
l 1 [ [
i i 1 ]

Total 102 42 16 160

DURATION=1 HOUR=6

TRTMNT N Obs Mean
REF 40 0.40
TEST 40 0.35
VENCL 80 0.55

44




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOO 2 »

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=1 HOUR=8

TABLE OF TRTMNT BY SCORE .

TRTMNT SCORE

Frequency| o 1] 2| 3] Totat
L | L ' ]
T i ¥ L ]
: REF | 21 | 13 | 5 | 1] 40
1 L - il 1 1
i 1 1 i | L
g TEST | 22 | 1 | 6 | 1] 40
i i l i [
I 1 ¥ 1 1
VEHCL | 75 | 5| o 0| 80
1 I l L 1
L] 1 1 i L
Total 118 29 11 2 160

DURATION=1 HOUR=8

TRTMNT N Obs Mean
REF 40 0.65
TEST 40 0.65
VEHCL 80 0.06

45




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 2 ) &

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=1 HOUR=10

TABLE OF TRTMNT BY SCORE

TRYTMNT SCORE

Frequency| o] 1] 2| 3| Tvotal
| 1 { ] i
1 L] 1 1 1

REF | 21 | 1 | 5 | 3| 40
1 [l [ L 1 -
] Ll |} 1 I

TEST ] 16 | 16 | 4] 4| 40
1 ] l ] i
1 ] 1 1 1

VEHCL | 71| 8| 1 o | 80
i I — 1 1
t i | 1 1

Total 108 35 10 7 160

DURATION=1 HOUR=10

TRTMNT N Obs Mean
REF 40 0.75
TEST 40 0.90
VEHCL 80 0.13




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 2 »

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=1 HOUR=12

TABLE OF TRTMNT BY SCORE

TRTMNT SCORE

Frequency| o} 1} 2| 3| Total
} } ; } }

REF | 20 | 8 | 8| 4 40
L ) [ I L
{ 1 Ll i {

TEST | 17 | 13 | 6| 4| 40
[ i Il 4 1
T 14 ] i 1

VEHCL | 74 | 6| 0| 0} 80
1 L -1 1 [
1 ] 4 { 1

Total 111 27 14 8 160

DURATION=1 HOUR=12

TRTMNT N Obs Mean
REF 40 0.90
TEST 40 0.93
VEHCL 80 0.08

41




STUDY 9316902C: RESULYS OF VISUAL SCORING IN PERIOD 2 »

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=1 HOUR-15

TABLE OF TRTMNT 8Y SCORE

TRIMNT SCORE

Frequency| o] 1 2| 3] Total
I /] Il L l
] 1 L] ] ]

REF | 17 | 10 | 11 | 2| 40
L 1 1 L l
T T ¥ L 1

TEST | 13 | 13 | 1 | 3| 40
] } 1 1 |
1 i 1 L 1

VEHCL | 73 | 6| o] o] 79
-4 L L] { i
I 1 1 k] 1

Total 103 29 22 5 159

- Frequency Missing = 1

DURATION=1 HOUR=15

TRTMNT N Obs Mean
REF 40 0.95
TEST 40 1.10
VEHCL 80 0.08




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 2 %

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=1 HOUR=18

TABLE OF TRTMNT BY SCORE

TRTMNT SCORE

Frequency| o) 1y 2| 3| Total
i } i t ~

REF | 18 | 12 | 8| 2] 40
l L [ | I
L) 1 T | L]

TEST | 13 | 17 | 8| 2| 40
L 1 ] [ [
i 1 L] ¥ L

veneL | 7| 3 0| o] 80
1 1 | [ 1
1 v ¥ ] L

Total 108 32 16 4 160

DURATION=1 HOUR=18

TRIMNT N Obs Mean
REF 40 0.85
TEST 40 0.98

VEHCL 80 0.04




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 2 n

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=1 HOUR=24

TABLE OF TRTMNT BY SCORE

TRIMNT SCORE

Frequency| 0| 1| 2| Total
1 | J 1
1 1 ] 1
REF i 21 | 16 | 3] 40
1 /] l l
ot ] i T
TEST | 22 | 11 | 7|
1 L i H
1 1 L) ]
VEHCL | 76 | 4| 0|
J [ 1 |
Ll ¥ | 1
Total 119 31 10 160
DURATION=1 HOUR=24
TRTMNT N Obs Hean
REF 40 0.55
TEST 40 0.63
VEHCL 80 0.05




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOO 2 &

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=2 HOUR=6

TABLE OF TRTMNT BY SCORE

TRIMNT SCORE

Frequency| o| 1} 2| Total
1 L 3 1
1 T 1 |
REF | 24 | 13 | 3] 40
? 1 1 i 1
< ] 1 1 L
TEST | 24 | 13 | 3| 40
1 1 | ]
L I 1 L
VEMCL | a5 | 26 | 9 | 80
{ [l L [
1 J T 1
Total 93 52 15 160 .
DURATION=2 HOUR=6
TRTMNT N Obs Mean
REF 40 0.48
TEST 40 0.48
VEHCL 80 0.55

51




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 2 . ¥

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=2 HOUR=8

TABLE OF TRTMNT BY SCORE

TRIMNT SCORE

Frequency| o} 1] 2| 3| Total
i i I l ]
L T 1 T L
REF | 13 | 16 | 9 | 2| 40
1 1 1 L i -
4 T 14 ¥ 1
TESY | 14 | 15 | 9 | 2| 40
1 | —l Il L
L) L] i 1 ki
vEHcL | 75 | 5 | 0| 0| 80
L 1 1 1 [
Ll ] i R ¥
Total 102 36 18 4 160
DURATION=2 HOUR=8
TRTMNT N Obs Mean
REF 40 1.00
TEST 40 0.98
VEHCL 80 0.06

2




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 2 L _4

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=2 HOUR=10

TABLE OF TRTMNT BY SCORE

TRTMNT SCORE

Frequency| o} 1} 2| 3| Total
} } t } }

REF | 10 | 12 | 12 | 6 | 40
i | 1 1 1
L] 1 T 4 L

TEST | 10 | 16 | 7 7 40
| I 1 1 |
1 L ] t L

VEHCL | 1| 8| 1] o} 80
i A 1 1 J
i T ) T L]

Total 91 36 20 13 160

DURATION=2 HOUR=10




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 2 &

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=2 HOUR=12

TABLE OF TRTMNT BY SCORE

TRTMNT SCORE

Frequency| of 1} 2| 3] Totat
} t i t }

REF | 6 | 14 | 14 | 6 | 40
] L [ [l i
I ] L ] 1

TEST | 8| 15 | 10 | 7| 40
| 1 1 /] [
1 1 1 1 1

vEmcL | 7¢ | 6| 0| o] 80
I l I 1 |
1 ¥ 1 L 1

Total 88 35 24 13 160

DURATION=2 HOUR=12

TRTMNT N Obs Mean
REF 40 1.50
TEST 40 1.40
VEHCL 80 0.08

S4




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 2 . &

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=2 HOUR=15

TABLE OF TRTMNT BY SCORE

TRTMNT SCORE

Frequency| 0| 1] 2| 3| Totat
+—rf : : :

REF | 6 | 12 | 15 | 71 40
] [l 1 1 i |
) ) L L i

TEST ] 7 9| 17 | 7 | 40
1 l i L ]
1] ¥ T 1 ]

VEHCL | 73 | 6 | o | 0| 79
1 b 1 l [
1 1 L T I

Total 86 27 32 14 159

Frequency Missing = 1

DURATION=2 HOUR=15

TRTMNT N Obs Mean
REF 40 1.58
TEST 40 1.60

VEHCL 80 0.08




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 2 =

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=2 HOUR=18

TABLE OF TRTMNT 8Y SCORE

TRTMNT SCORE

Frequency| 0] 1| 2| 3| Total
t i t ! t

REF | 9| 12 | 13 | 6 | 40
[ 1 ] 1 |
i 1 ] 1 1

TEST | 10 | 12 | 9| 9| 40
i 1 L 1 1
i L 1 L]

VENCL | 77 | 3 o o] 80
i i Il L ;|
1 1 L i 1

Total 9% 27 22 15 160

DURATION=2 HOUR=18

TRTMNT N Obs Mean
REF 40 1.40
TEST 40 1.43
VEHCL 80 0.04

56




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 2 ]

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=2 HOUR=24

TABLE OF TRTMNT BY SCORE

TRTMNT SCORE

frequency| ] 1] 2| Total
1 | 1 |
i 1 1 Li
REF | 14 | 16 | 10 | 40
) L | | 1
; T T 1 T
TEST | 21 | 1 | 8|
1 ) | 1
¥ i ] 1
: vener | 76 | 4 0|
] "l ] 1
i i T L]
Total 11 n 18 160

DURATION=2 HOUR=24




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 2 . ]

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=6 HOUR=6

TABLE OF TRTMNT BY SCORE

TRIMNT SCORE

Frequency| 0| 1| 2| 3] Total
1 l i | l
L 1 1 0 1

REF | 7 17 | 15 | 1 40
1 ] 1 i l hd
{ 1 T AL L

TEST | 10 | 18 | 12 | 0| 40
L 1 | [l 1
] 1 ] ] L

VEHCL | 45 | 26 | 9| 0| 80
[ L ] L i
| 1 4 T ]

Total 62 61 36 1 160

DURATION=6 HOUR=6

TRTMNT N Obs Mean
REF 40 1.25
TEST 40 1.05
VEHCL 80 0.55




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 2 - 3

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=6 HOUR=8

TABLE OF TRTMNT 8Y SCORE

TRTMNT SCORE

Frequency| o) 1} 2| 3| Total
f i i : t

REF | 5| 15 | 14 | 6 | 40
] 1 b | [ 1
i L 1 L ¥

TEST | 9| 16 | 12 | 3| 40
i L [ 1 ]
1 1 Ll i L

vEHCcL | 75 | s | 0| o] 80
i I [ 1 1
i i T L t

Total 89 36 26 9 160

DURATION=6 HOUR=8

TRTMNT N Obs Mean
REF 40 1.83
TEST 40 1.23
VEHCL 80 0.06
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STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 2 al

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=6 HOUR=10

TABLE OF TRTMNT BY SCORE

TRIMNT SCORE

frequency] of 1} 2| 3] Total
Il 1 l [ l
1 I 1 1 | {
REF | 3] 12 | 12 | 13 | 40
1 l 1 1] L
1 | 1 i 1
TEST | 6 | 13 | 12 | 9 | 40
1 I 1 | 1
1 1 T I ¥
VEHCL | n | 8| 1] o} 80
i 1 ] l I
¥ L I 1 i
Total 80 13 25 22 160
DURATION=6 HOUR=10
TRTMNT N Obs Mean
REF 40 1.88
YEST 40 1.60
VEHCL 80 0.13
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STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 2 ) o

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=6 HOUR=12

TABLE OF TRTMNT BY SCORE

Frequency| o| 1| 2| 3| Total
i t t } 1

REF ] 1| 7| 19 | 13 | 40
1 L ] 1 1
t I ] 1 1

TEST ] 2| 10 | 16 | 12 | 40
i [ [ L 1
Ll i L T 1

VEHCL | 74 | 6 | 0| 0| 80
1 L 1 1 }
i i ' ! T

Total 77 23 35 25 160

DURATION=6 HOUR=12




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 2 »

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=6 HOUR=15

TABLE OF TRTMNT BY SCORE

TRIMNT SCORE

Frequency| o 1] 2| 3] Total
1 -1 | | 1
1 1 L) T U

REF | 0| 9 | 17 | 14 | 40
| 1 1 1 1
1] 1 ¥ ¥ 1

TEST | 1] 9| 14 | 16 | 40
I 1 Il 1 |
i T T { 1

vencL | 73 | 6| o o] 79
I I 1 } 1
1 ) 1 1 1

Total 74 24 3 30 159

- Frequency Missing = 1

DURATION=6 HOUR=15

TRTMNT N Obs MHean
REF 40 2.13
TESY 40 2.13
VEHCL 80 0.08
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STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 2 ) .‘

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=6 HOUR=18

TABLE OF TRTMNT BY SCORE

TRIMNT SCORE

Frequency| 0| 1] 2| 3] Total
} i } } }
: REF | 2 | 15 | 11 | 12 | 40
] | b1 i 1l
f T 1 T 1 T
TEST ] 4| 12 | 12 | 12 | 40
i ! i 1 1
T 1 ¥ i L
VEHCL | 77 | 3| 0| 0| 80
I 1 1 [ [
) I L 1 1
Total 83 30 23 24 160

DURATION=6 HOUR=18




STUDY 9316902C: RESULTS OF VYISUAL SCORING IN PERIOD 2 . ®

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=6 HOUR=24

TABLE OF TRTMNT BY SCORE

TRIMNT SCORE

Frequency| o 1} 2| Total
-+ i : :

REF | 13 | 15 | 12 | 40
1 1 1 ] b
T | L) L)

TEST ] 12 | 20 | 8| 40
L L L 1
L T ] 1

vect | 76 | 4| o] 80
L 1 | 1
1 T ¥ |

Total 101 39 20 160

DURATION=6 HOUR=24

TRTMNT N Obs Mean

REF 40 0.98
TEST 40 0.90

VEHCL 80 0.05




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 2

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT MOUR READ

DURATION=16 HOUR=18

TABLE OF TRTMNT 8Y SCORE

TRTMNT SCORE

Frequency| o 1} 2| 3] Total
i L 1 i ]
1 1 L4 i 1

REF | 2| 14 | 9 | 15 | 40
[ ] L i 1
1 T v L L)

TEST | 5| 4| 17 | 14 | 40
1 L 1 | L
T L ) ! |}

VEHCL | 77 | 3| 0| o | 80
l 1 1 1 |
J i i i

Total 84 21 26 29 160

DURATION=16 HOUR=18

TRTMNT N Obs Mean

REF 40 1.93
TEST 40 2.00
VEHCL 80 0.04




STUDY 9316902C: RESULTS OF VISUAL SCORING IN PERIOD 2

FREQUENCY OF SCORES FOR EACH DURATION OF APPLICATION AT EACH ASSESSMENT HOUR READ

DURATION=16 HOUR=24

TABLE OF TRYMNT BY SCORE

TRTMNT SCORE

Frequency| o] 1] 2] 3| Total
] i l ] 1
] i T 1 k]

REF | 12 | 13 | 14 | 1 40
1 i 1 ] |
1 1 T ' L

TEST ] 7| 19 | 1 | 3| 40
[ L [l i l
1 T L i L

vencr | 76 | 4| o} o| 80
1 1 1 1 . 1
i ] ] T ¥

Total 95 36 25 4 160

ODURATION=16 HOUR=24

TRTMNT N Obs Mean
REF 40 1.10
TEST 40 1.25

VEMCL 80 0.05




Comment: Little visual vasoconstriction was seen for the 0.5 hour duration of application.
However, betamethasone cipropionate cream 0.05% and Diprosone Cream 0.05% are comparable
in their vasoconstrictor activity. if the totals of the mean scores for all evaluations are taken by
time period, the following is szen:

Scoring Period #1

Test Product Mean Tota]
Clay - Park betamethasone dipropionate 23.39
Diprosone Cream 23.88
Clay- Park Vehicle 1.78
Scoring Period #2

Test Product Mean Total
Clay-Park betamethasome Diprcpionate 30.99
Diprosone Cream ' 29.97
Clay -Park Vehicle 4.05

Thus, the Clay-Park product achieved 106.3% of the mean total vasoconstriction of Diprosone
during scoring period #1, and 103.4% of this total during scoring period #2. Both products were
superior to the Clay-park vehicle.

Conclusions and Recommendation: This ANDA may be approved on the basis of bioequivalence
in that the vasoconstrictor activity of the test and reference products are not significantly different.
The chromameter results sug, zest comparability, but the variance in the data causes wide
confidence intervals in the siatistical analysis.

Because of reported difficulties in achieving consistent chromameter results, the July 1,
1992 Guidance under which this study was performed has been superseded by anather guidance
dated December 1, 1994. The new guidance recommends a pilot vasoconstrictor study be done in
order to validate chromameter readings in a selected group of "good” responders. In any cvent,
there is no reason to refuse 1o approve this application on the basis of inconsistent chromameter
readings, since no one has been able to achieve consistent results using the old guidance.

. e -

= David C. Bostwick
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cc: Orig. NDA 74-579 Cr*"‘}
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